A clinically relevant mouse model of human multiple myeloma? ----------------------------------------------------------------------------------------------------------------
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In this issue of Blood, Tassone and colleagues describe a novel in vivo model of human multiple myeloma (MM) that relies on the engraftment of the IL-6 -dependent human myeloma cell line INA-6 in a human bone marrow milieu implanted in SCID-hu mice. Because of the presence of the human microenvironment, evaluation of anticancer therapeutics in this model is likely to yield information predictive of their activity in MM patients.
T he limited efficacy of conventional chemotherapy in most malignant diseases and the significant progress in our understanding of the molecular mechanisms underlying tumor growth and interactions with the microenvironment have recently fueled the development of several alternative therapeutic strategies. Therefore there is a need for preclinical models that are suitable to screen a large array of anticancer therapeutics in an efficient way and uncover information predictive of their clinical activity. MM is no exception to this trend. Antiangiogenic compounds, 1 proteasome inhibitors, 2 and immunotherapeutic strategies [3] [4] [5] have already been shown to be viable approaches for the treatment of this disease. These results suggest that a large range of therapeutic strategies will be developed in the coming years, emphasizing the need for a reliable animal model system that recapitulates the clinical features of MM.
The animal model described by Tassone and colleagues in this issue of Blood appears to meet most of these criteria. These authors have successfully engrafted the interleukin 6 (IL-6)-dependent human MM cell line INA-6 transduced with green fluorescent protein (Gfp) gene into severe combined immunodeficiency (SCID) mice that previously received transplants of human fetal bone chips (SCID-hu mice). The chips provide the human microenvironment, which plays a major role in the outcome of therapies of hematologic malignancies, so the major limitations of conventional models of mice carrying subcutaneous or disseminated human tumors are eliminated. Furthermore, measurement of serumsoluble IL-6 receptor and fluorescent imaging of host animals provide reliable assays to monitor MM cell growth and assess the therapeutic potential of investigational drugs and experimental therapies (see figure) . Tassone For personal use only. on September 13, 2017. by guest www.bloodjournal.org From with homogeneous and reproducible characteristics available for engraftment in SCID-hu mice; therefore, no difficulties are envisioned in evaluating anticancer therapeutics using the number of mice required to perform experiments with the appropriate statistical power.
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